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DETAILED ACTION 

A request for continued examination under 37 CFR 1.1 14, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 08/15/07 
has been entered. 

Claims 23, 24, 26, and 28-37 are being examined. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

1. Claims 23, 31-32, 33-37 remain rejected under 35 USC 103(a) as being obvious 

over Sallusto et al, 1994 (J Exp Med, 179: 1 109-1 1 18, of record), in view of Bigotti G et 

al, 1991 (Prostate, V19, Nl, p.73-87), as evidenced by Inaba K et al, 1987 (Journal of 

experimental medicine (UNITED STATES), 166 (1) p; 182-94, of record), for reasons 

already of record in paper of 02/15/07. 

The response asserts that there is no motivation to combine the ambiguous 

teaching of Bigotti et al as merely finding Langerhans cell in some low grade prostate 

tumors with any of the other cited references, which are directed to the maturation of 
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dendritic cell precursors. The response asserts that it is well known that Langerhans cells 
are a member of the dendritic cell family, but they are typically found in the epidermis. 
The response asserts that at the time of the present invention 1 Langerhans cells were 
thought to contact and process antigen in the epidermis and then migrate to draining 
lymph nodes where the Langerhans cells would contact naive T cells. The response 
asserts that the presence of Langerhans cell in a sampling of prostate cancers suggests 
nothing regarding an antigen that the cells might be presenting, if any. The response 
asserts that it is just as likely that the Langerhans cells were merely passing through the 
prostate to a lymph node. The response asserts that there is no comparison with a sample 
of normal prostate to indicate whether the number of Langerhans cells in elevated from 
normal tissue. The response asserts that the artisan of ordinary skill has no reason to 
extend the teachings of Biogotti et al. beyond the use of the presence of Langerhans cells 
as a prognostic indicator. 

The response asserts that Bigotti et al only speculate when teaching that in low 
grade prostate cancer, Langerhans cells act as antigen-presenting cells, while HLA II 
molecule may interact primarily or with the aid of Langerhans cells with macrophages 
and secondarily with T helper lymphocytes causing expansion of cytotoxic T cells, and 
enhancement of the antibody response to membrane-bound tumor associated antigens, 
therefore providing a means for controlling the escape of tumor cells from immune 
surveillance (Bigotti et al, p. 85, paragraph under Conclusions). The response asserts that 
Bigotti et al refer to membrane bound prostate cancer antigens, not soluble antigen as 
required by the instant claims. The response asserts that Bigotti et al do not refer to 
antigen specific cytotoxic T cells which typically would result from contact of an antigen 
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presenting cell with a naive T cell in a peripheral lymph node. The response asserts that 
further, without additional information relating to, for example, the expression of B7-1 
(CD80) and B7-2 (CD86), it is just as likely that the Langerhans cells are involved in a 
tumor escape mechanism. The response recites Steinbrink et al, 1999, Pisa et al, 1992, 
and Smith et al, 1994, asserting that it was well known at the time of the invention that 
many tumors produced and induced the production of immunosuppressive cytokines, 
such as IL-10. The response asserts that therefore, the presence of Langerhans cells, 
which can be characterized as immature dendritic cells, would not be likely to 
successfully uptake and process antigen in the intratumoral environment. The response 
asserts that in addition, Langerhans cells are considered immature dendritic cells and 
would not present antigen. The response asserts that it is well known in the art that 
immature dendritic cells process and only upon maturation present antigen to T cells. The 
response asserts that further, tetanus toxoid is a bacterial antigen, not a self antigen as is 
typical for a tumor associated antigen. 

The recitation of Steinbrink et al, 1999, Pisa et al, 1992, and Smith et al, 1994 is 
acknowledged. 

The response has been considered but is not found to be persuasive for the 
following reasons: 

The motivation for replacing the model antigen tetanus toxin in the method taught 
by Sallusto et al, with prostate antigen, taught by Bigotti et al is to make in vitro 
dendritic cells, that have the ability to present the prostate cancer antigen, using the 
method taught by Sallusto et al, for potential use in treating prostate cancer, in view that 
the presence of the dendritic cells, Langershans cells, is correlated with low grade 
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prostate cancer, and that the presence of Langerhans cells in prostate cancer is a good 
prognostic indicator, as taught by Bigotti et al. 

Moreover, one would have expected that the immature dendritic cells, Langerhans 
cells, either in vivo or in vitro, after being exposed to prostate cancer antigen, would 
present the prostate antigen, because antigen capature/processing and immunostimulation 
are the property of dendritic cells at different stages of maturation, as taught by Sallusto 
et al (Sallusto et al, p.l 109, first column, second paragraph, bridging second column). 
Sallusto et al teach that immature dendritic cells, such as Langerhans cells, are scattered 
throughout the body in non-lymphoid organs. Sallusto et al teach that the immature 
dendritic cells pick up and process antigen, and move to the T-dependent areas of 
secondary lymphoid organd and that during this maturation process, they become 
mature immunostimulatory DCs that trigger naive T cells (p.l 109, first column, first 
paragraph). 

Concerning immunosuppression by secretion of IL-10 by cancer cells disclosed in 
the cited references, such immunosuppression does not apply to the low grade prostate 
cancer environment taught by Bigotti et al, because of the following reasons: 

1) Steinbrink et al, 1999, submitted by the response, teach a correlation between 
advanced cancers, such as those having metastasis, and the elevated level of IL-10, 
which elevated level of IL-10 suppresses the immune reponse by T cells, by inducing 
anergy of T cells (p. 1634, second column, first paragraph). In other words, such anergy 
of T cells occurs mainly in patients with advanced cancer, such as those having 
metastatis, which is not low grade prostate cancer, and 
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2) None of the cited references teach the suppression of T cell response by IL-10 
in prostate cancer. Steinbrink et al, however, teach that depending on the types of 
tumors, IL-10 actually has the reverse effect, i.e. stimulating immunogenecity and 
rejection of the tumor (p. 1 640, second column, third and fourth paragraphs) 

Concerning the response assertion that Bigotti et al refer to membrane bound 
prostate cancer antigens, and not soluble antigen as required by the instant claims, it is 
noted that it is well known in the art that cancer cells shed their cancer antigens, and thus 
one would have expected soluble antigens in the vicinity of cancer cells. Further, 
exposure to soluble antigen to immature dendritic cells in vitro in the presence of GM- 
CSF and Interleukin-4 to induce their maturation, and their ability to present soluble 
antigen is taught by Sallusto et al. 

Concerning information concerning B7, Applicant argues limitation not in the 
claims. Further, Sallusto et al teach that the method taught by Sallusto et al produce 
dendritic cells that maintain the antigen capturing and processing capacity characterisitic 
of immature dendritic cells in vivo, and having typical dendritic morphology, such as 
expressing high levels of MHC, CD1, FcgammaRII, CD40, B7, CD44, and ICAM-1 
(Summary). In other words, the Langerhans cells in vivo taught by Bigotti et al would 
have high level of B7, because it is a property of typical dendritic cells, as taught by 
Sallusto et al. 

2. Claim 24 remains rejected under 35 USC 103(a) as being obvious over Sallusto 
et al, in view of Bigotti G et al, and as evidenced by Inaba et al, supra, and further in view 
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of Cohen, PA et al, 1994 (Cancer Research, 54(4): 1055-8) for reasons already of record 
in paper of 02/1 5/07. 

The response asserts that the combination of Sallusto et al and Bigotti et al does 
not teach the composition of the claimed invention. The response asserts that the 
combined references of Sallusto et al, Bigotti et al, Inaba et al and Cohen et al do not 
provide incentive to combine the references to use a lysate of prostate cancer. 

The response has been considered but is not found to be persuasive for the 
following reasons: 

The combination of Sallusto et al and Bigotti et al suggests the composition of the 
claimed invention, supra. 

It would have been obvious to use as prostate antigen, a lysate of prostate cancer 
cells from a prostate cancer patient, because prostate cancer cells would have several 
prostate cancer-specific antigens, and because a tumor lysate successfully primes the 
dendritic cells for inducing antigen-specific proliferation of antitumor CD4+ T cells, as 
taught by Cohen et al, and further because using tumor lysate would be more convenient, 
and does not require the extra step of purification of the antigen. 

3. Claim 26 remain rejected under 35 USC 103(a) as being obvious by Sallusto et al, 
in view of Bigotti et al, and as evidenced by Inaba et al, supra, as applied to claim 23, and 
further in view of Lutz et al (of record), for reasons already of record in paper of 
02/15/07. 
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The response asserts that the combination of Sallusto et al, Bigotti et al and/or 
Inaba et al does not teach the composition of the claimed invention. The response asserts 
that Luz et al do not prove motivation to make the composition of claim 26. 

The response has been considered but is not found to be persuasive for the 
following reasons: 

The combination of Sallusto et al, Bigotti et al and Inaba et al suggests the 
composition of the claimed invention, supra. 

It would have been prima facia obvious to a person of ordinary skill in the art at 
the time the invention was made to immortalize the dendritic cells taught by Sallusto et 
al, Bigotti et al, and Inaba et al, using the immortalizing method taught by Luz et al, 
because immortalizing dendritic cells would enable maintainance of dendritic cells in 
vitro for long periods of time, as taught by Luz et al. 

4. Claims 28-29 remain rejected under 35 USC 103 as being obvious by Sallusto et 
al, Bigotti et al, Inaba et al, and Cohen et al, supra, as applied to claim 23, and further in 
view of Taylor et al (of record), for reasons already of record in paper of 02/15/07. 

The response asserts that the combination of Sallusto et al, Bigotti et al and/or 
Inaba et al does not teach the composition of the claimed invention. The response asserts 
that Taylor et al do not address the teachings of Bigotti et al that the immune response is 
likely induced in prostate cancer by macrophages. The response asserts that as such the 
cited references do not teach the composition of claims 28-29. 

The response has been considered but is not found to be persuasive for the 
following reasons: 
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The combination of Sallusto et al, Bigotti et al, and Inaba et al suggests the 
composition of the claimed invention, supra. 

It would have been prima facia obvious to a person of ordinary skill in the art at 
the time the invention was made to cryopreserve the dendritic cells taught by Sallusto et 
al, Bigotti et al, Stites, and Cohen et al, using the cryopreservation method taught by 
Taylor et al, to preserve the previously isolated dendritic cells for later use. 

5. Claim 30 remains is rejected under 35 USC 103 as being obvious by by Sallusto 
et al, Bigotti et al, and Inaba et al, supra, as applied to claim 23, and further in view of 
Taylor et al (of record), as applied to claim 28, and Lutz et al, of record, for reasons 
already of record in paper of 02/1 5/07. 

The response asserts that the combination of Sallusto et al, Bigotti et al, Inaba et 
al, and Taylor et al does not teach or suggest the composition of the claimed invention. 
The response asserts that Luz et al do not cure the deficiency of the primary references. 

The response has been considered but is not found to be persuasive for the 
following reasons: 

The combination of Sallusto et al, Bigotti et al, Inaba et al, and Taylor et al 
suggests the composition of the claimed invention, supra. 

It would have been prima facia obvious to a person of ordinary skill in the art at 
the time the invention was made to immortalize the cryopreserved dendritic cells taught 
by Sallusto et al, Bigotti et al, Inaba et al and Taylor et al, using the immortalizing 
method taught by Luz et al, because immortalizing dendritic cells would allow 
maintainance of dendritic cells in vitro for long periods of time, as taught by Luz et al. 
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Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MINH-TAM DAVIS whose telephone number is 571- 
272-0830. The examiner can normally be reached on 9:00 AM-5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, SHANON FOLEY can be reached on 571-272-0898. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MINH TAM DAVIS 
September 16, 2007 

/Larry R. Helms/ 



Supervisory Patent Examiner 



